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<110> Arena Pharmaceuticals, inc. 
Adams, John w. 
Connolly, Daniel T. 

<120> HUMAN G PROTEIN-COUPLED RECEPTOR AND MODULATORS THEREOF FOR THE 

TREATMENT OF ISCHEMIC HEART DISEASE AND CONGESTIVE HEART 
FAILURE 

<130> 27.W01 

<150> US 60/400,774 
<151> 2002-08-01 

<160> 12 

<170> Patentin version 3.2 

<210> 1 

<211> 1881 

<212> DNA 

<213> Homo sapien 

<400> 1 

gttatttctt caaaaggaaa acacaatttt cttttatatc aaaacaatgc aaacttgatg 
60 

fttcttaatt ctacattttc tattaatagt ttacaaactt aaaaattaaa ctaagtacac 
20 

aattgaaaga tttttttttc ttacaaagaa cacgttatac gtcatttaaa ttgccaaata 
180 

tcaaatagtt tattctattt cactttctag ggaaaaaaac caactgctcc aaaagaatgt 
240 

gtttttctcc cattctggaa atcaacatgc agtctgaatc taacattaca gtgcgagatg 
300 

acattgatga catcaacacc aatatgtacc aaccactatc atatccgtta agctttcaag 
360 

tgtctctcac cggatttctt atgttagaaa ttgtgttggg acttggcagc aacctcactg 
420 

tattggtact ttactgcatg aaatccaact taatcaactc tgtcagtaac attattacaa 
480 

tgaatcttca tgtacttgat gtaataattt gtgtgggatg tattcctcta actatagtta 
540 

tccttctgct ttcactggag agtaacactg ctctcatttg ctgtttccat gaggcttgtg 
600 

tatcttttgc aagtgtctca acagcaatca acgtttttgc tatcactttg gacagatatg 
660 

acatctctgt aaaacctgca aaccgaattc tgacaatggg cagagctgta atgttaatga 
720 

tatccatttg gattttttct tttttctctt tcctgattcc ttttattgag gtaaattttt 
780 

tcagtcttca aagtggaaat acctgggaaa acaagacact tttatgtgtc agtacaaatg 
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840 

aatactacac tgaactggga atgtattatc acctgttagt acagatccca atattctttt 

tcactgttgt agtaatgtta atcacataca ccaaaatact tcaggctctt aatattcgaa 

taggcacaag attttcaaca gggcagaaga agaaagcaag aaagaaaaag acaatttctc 

taaccacaca acatgaggct acagacatgt cacaaagcag tggtgggaga aatgtagtct 
1080 

ttggtgtaag aacttcagtt tctgtaataa ttgccctccg gcgagctgtg aaacgacacc 
1140 

gtgaacgacg agaaagacaa aagagagtct tcaggatgtc tttattgatt atttctacat 

ttcttctctg ctggacacca atttctgttt taaataccac cattttatgt ttaggcccaa 
1260 

gtgacctttt agtaaaatta agattgtgtt ttttagtcat ggcttatgga acaactatat 

ttcaccctct attatatgca ttcactagac aaaaatttca aaaggtcttg aaaagtaaaa 
1380 

tgaaaaagcg agttgtttct atagtagaag ctgatcccct gcctaataat gctgtaatac 
1440 

acaactcttg gatagatccc aaaagaaaca aaaaaattac ctttgaagat agtgaaataa 
1500 

gagaaaaacg tttagtgcct caggttgtca cagactagag aaaagtctca gtttcaccaa 
1560 

atccacattc aaatgagttt taaatttaaa ttgtaaaaac tgatattact gccaaatata 
1620 

agaaaaatat tttaagtatt ggttatgttg taaattttca atgtgaaatg ctaattagat 

aggtcatata tattcaattt cttcattact taatgtattt gttgcatggc agtttgttaa 
1740 

agtactatca tgtgtatatt ttgtcaatat tatgtccaac agaaaatatt catgtaagtc 
1800 

atatttttta aggaataaat acatagcctt aaaacagtgt ataactttaa aatgtaaaaa 
1860 

aaaaaaaaaa aaaaaaaaaa a 
1881 

<210> 2 
<211> 433 
<212> PRT 
<213> Homo sapien 

<400> 2 

Met cys Phe Ser pro lie Leu Glu lie Asn Met Gin Ser Glu ser Asn 
1 5 10 15 
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lie Thr val Arg Asp Asp He Asp Asp lie Asn Thr Asn Met Tyr Gin 
20 25 30 

Pro Leu ser Tyr Pro Leu ser Phe Gin val Ser Leu Thr Gly Phe Leu 
35 40 45 

Met Leu Glu lie val Leu Gly Leu Gly Ser Asn Leu Thr val Leu val 
50 55 60 

Leu Tyr cys Met Lys Ser Asn Leu lie Asn Ser Val ser Asn He He 
65 70 75 80 

Thr Met Asn Leu His val Leu Asp Val lie He Cys val Gly Cys He 
85 90 95 

pro Leu Thr lie val lie Leu Leu Leu Ser Leu Glu Ser Asn Thr Ala 
100 105 HO 

Leu lie cys cys Phe His Glu Ala Cys Val Ser Phe Ala ser Val Ser 
115 120 125 

Thr Ala He Asn val Phe Ala He Thr Leu Asp Arg Tyr Asp lie ser 
130 135 140 

val Lys Pro Ala Asn Arg lie Leu Thr Met Gly Arg Ala Val Met Leu 
145 150 155 160 

Met He ser lie Trp lie Phe ser Phe Phe ser Phe Leu lie Pro Phe 
165 170 175 

lie Glu Val Asn Phe Phe ser Leu Gin ser Gly Asn Thr Trp Glu Asn 
180 185 190 

Lys Thr Leu Leu Cys Val Ser Thr Asn Glu Tyr Tyr Thr Glu Leu Gly 
195 200 205 

Met Tyr Tyr His Leu Leu Val Gin lie Pro lie Phe Phe Phe Thr Val 
210 215 220 

Val val Met Leu lie Thr Tyr Thr Lys lie Leu Gin Ala Leu Asn lie 
225 230 235 240 

Arg lie Gly Thr Arg Phe Ser Thr Gly Gin Lys Lys Lys Ala Arg Lys 
245 250 255 

Lys Lys Thr He ser Leu Thr Thr Gin His Glu Ala Thr Asp Met ser 
260 265 270 
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Gin ser Ser Gly Gly Arg Asn val val Phe Gly Val Arg Thr Ser val 

275 280 285 

Ser val He lie Ala Leu Arg Arg Ala val Lys Arg His Arg Glu Arg 
290 295 300 

Arg Glu Arg Gin Lys Arg val Phe Arg Met Ser Leu Leu lie lie ser 
305 310 315 320 

Thr Phe Leu Leu cys Trp Thr Pro lie Ser val Leu Asn Thr Thr lie 
325 330 335 

Leu cys Leu Gly Pro ser Asp Leu Leu Val Lys Leu Arg Leu Cys Phe 
340 345 350 

Leu Val Met Ala Tyr Gly Thr Thr lie Phe His Pro Leu Leu Tyr Ala 
355 360 365 

Phe Thr Arg Gin Lys Phe Gin Lys Val Leu Lys ser Lys Met Lys Lys 
370 375 380 

Arg val val Ser lie val Glu Ala Asp Pro Leu Pro Asn Asn Ala val 
385 390 395 400 

lie His Asn Ser Trp He Asp Pro Lys Arg Asn Lys Lys lie Thr Phe 
405 410 415 

Glu Asp ser Glu He Arg Glu Lys Arg Leu val Pro Gin val val Thr 
420 425 430 

Asp 



<210> 3 

<211> 433 

<212> PRT 

<213> Homo sapien 

<400> 3 

Met Cys Phe Ser Pro lie Leu Glu lie Asn Met Gin ser Glu ser Asn 
15 10 15 

lie Thr Val Arg Asp Asp He Asp Asp He Asn Thr Asn Met Tyr Gin 
20 25 30 

Pro Leu ser Tyr Pro Leu ser Phe Gin Val ser Leu Thr Gly phe Leu 
35 40 45 

Met Leu Glu lie Val Leu Gly Leu Gly ser Asn Leu Thr val Leu Val 
50 55 60 
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Leu Tyr cys Met Lys ser Asn Leu He Asn ser Val Ser Asn He lie 
65 70 75 80 

Thr Met Asn Leu His val Leu Asp Val lie He cys val Gly cys lie 
85 90 95 

Pro Leu Thr He Val lie Leu Leu Leu Ser Leu Glu Ser Asn Thr Ala 
100 105 no 

Leu lie cys Cys Phe His Glu Ala Cys val ser Phe Ala Ser val ser 
115 120 125 

Thr Ala lie Asn val Phe Ala lie Thr Leu Asp Arg Tyr Asp lie Ser 
130 135 140 

val Lys Pro Ala Asn Arg lie Leu Thr Met Gly Arg Ala val Met Leu 
145 150 155 160 

Met lie ser He Trp lie Phe Ser Phe Phe ser Phe Leu lie Pro Phe 
165 170 175 

lie Glu val Asn Phe Phe ser Leu Gin ser Gly Asn Thr Trp Glu Asn 
180 185 190 

Lys Thr Leu Leu cys val ser Thr Asn Glu Tyr Tyr Thr Glu Leu Gly 
195 200 205 

Met Tyr Tyr His Leu Leu val Gin lie Pro lie Phe Phe Phe Thr Val 
210 215 220 

val val Met Leu lie Thr Tyr Thr Lys lie Leu Gin Ala Leu Asn lie 
225 230 235 240 

Arg lie Gly Thr Arg Phe ser Thr Gly Gin Lys Lys Lys Ala Arg Lys 
245 250 255 

Lys Lys Thr lie Ser Leu Thr Thr Gin His Glu Ala Thr Asp Met Ser 
260 265 270 

Gin Ser Ser Gly Gly Arg Asn val val Phe Gly Val Arg Thr Ser Val 
275 280 285 

Ser val lie lie Ala Leu Arg Arg Ala val Lys Arg His Arg Glu Arg 
290 295 300 

Arg Glu Arg Gin Lys Arg Val Phe Arg Met Ser Leu Leu lie lie ser 
305 310 ~ 315 320 

Thr Phe Leu Leu cys Trp Thr pro lie ser Val Leu Asn Thr Thr lie 
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325 330 335 

Leu cys Leu Gly Pro Ser Asp Leu Leu Val Lys Leu Arg Leu cys phe 
340 345 " 350 

Leu val Met Ala Tyr Gly Thr Thr lie Phe His Pro Leu Leu Tyr Ala 
355 360 365 

Phe Thr Arg Gin Lys Phe Gin Lys Val Leu Lys ser Lys Met Lys Lys 
370 375 380 

Arg val val Ser lie val Glu Ala Asp pro Leu pro Asn Asn Ala val 
385 390 395 400 

He His Asn Ser Trp lie Asp Pro Lys Arg Asn Lys Lys lie Thr Phe 
405 410 415 

Glu Asp ser Glu lie Arg Glu Lys cys Leu val pro Gin Val Val Thr 
420 425 430 

Asp 



<210> 4 

<211> 1269 

<212> DNA 

<213> Mouse 

<400> 4 

atgcagtctg aatcaaacgt cacggtgcga gatgacattg atgacatcga caccaatatg 
60 

taccaaccac tgtcataccc actaagcttt caagtgtctc tcactggatt tctcatgtta 

gagatcgtgc tggggcttgg cagcaacctt accgtcctgg tactttactg catgaaatcc 

aacttaatca actctgtcag taacattatt acaatgaacc tccatgtact tgatgtcata 

|tttgtgtgg gatgcattcc tctaactata gtgatccttc tgctctcact ggagagtaac 

actgctctca tctgctgttt ccacgaagct tgtgtttcct ttgcaagtgt ttcgacagca 
360 

atcaacgttt ttgctattac tctggacaga tatgacatct ctgtaaaacc tgcaaacaga 

attctgacaa tgggcagagc tgtaatgcta atgacatcca tttggatttt ttctttcttc 
480 

tcattcctga ttcccttcat tgaagtaaat tttttcagtc ttcaaagtgg aaatacatgg 

gcaaacaaga cactgctgtg tgtcagtaca agtgaatact atactgagct cgggatgtac 
600 " 
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tatcaccttt tggtgcagat ccccatcttc ttcttcacag ttatagtcat gttgatcaca 
660 

tacactaaga tactccaggc tcttaacatc cgcataggca ctagattctc aacaggacag 
720 

aagaagaaag cccgaaagaa aaagacaatc tctctagcta cacatgagac cacagacatg 
780 

tcacaaagca gtggtgggag gaatgtcgtg tttggtgtga gaacttcagt ttctgtaata 
840 

attgccctcc ggcgagccgt gaaacgccac cgggaacgac gagaacggca gaaaagagtc 
900 

ttcaaaatgt cgttattgat tatttctaca tttcttctct gttggacacc aatttctgtt 
960 

ttaaatacca ccattctatg tttaggccca agtgaccttt tagtaaaatt aagattgtgt 
1020 

tttctagtca tggcttatgg aacaacgata ttccaccctc tcttgtatgc attcaccaga 
1080 

caaaagtttc aaaaggtctt aaagagtaag atgaaaaagc gagttgtttc catagttgaa 
1140 

ctgatccca tgcctaataa cgctgtaata cacaactcat ggatagatcc taaaagaaac 
200 

aaaaaggtta cctatgaaga cagtgaaata agagagaaat gtttagtacc tcaggttgtc 
1260 

acagactag 
1269 



<210> 5 

<211> 422 

<212> PRT 

<213> Mouse 

<400> 5 

Met Gin Ser Glu Ser Asn Val Thr val Arg Asp Asp He Asp Asp lie 
1 5 10 15 



Asp Thr Asn Met Tyr Gin Pro Leu Ser Tyr Pro Leu Ser Phe Gin Val 
20 25 30 



Ser Leu Thr Gly Phe Leu Met Leu Glu lie val Leu Gly Leu Gly Ser 
35 40 45 



Asn Leu Thr Val Leu Val Leu Tyr Cys Met Lys Ser Asn Leu lie Asn 
50 55 60 



Ser val Ser Asn He lie Thr Met Asn Leu His val Leu Asp val lie 
65 70 75 80 



lie cys val Gly cys He Pro Leu Thr lie val lie Leu Leu Leu Ser 
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Leu Glu ser Asn Thr Ala Leu lie cys Cys Phe His Glu Ala Cys Val 
100 105 110 

ser Phe Ala ser val ser Thr Ala He Asn Val Phe Ala lie Thr Leu 
115 120 125 

Asp Arg Tyr Asp lie ser val Lys Pro Ala Asn Arg lie Leu Thr Met 
130 135 140 

Gly Arg Ala Val Met Leu Met Thr ser lie Trp lie Phe Ser Phe Phe 
145 150 155 160 

Ser Phe Leu He Pro Phe lie Glu val Asn Phe Phe ser Leu Gin Ser 
165 170 175 

Gly Asn Thr Trp Ala Asn Lys Thr Leu Leu cys val ser Thr ser Glu 
180 185 190 

Tyr Tyr Thr Glu Leu Gly Met Tyr Tyr His Leu Leu val Gin lie pro 
195 200 205 

lie Phe Phe Phe Thr Val lie Val Met Leu lie Thr Tyr Thr Lys lie 
210 215 220 

Leu Gin Ala Leu Asn lie Arg lie Gly Thr Arg Phe ser Thr Gly Gin 
225 230 235 240 

Lys Lys Lys Ala Arg Lys Lys Lys Thr lie Ser Leu Ala Thr His Glu 
245 250 255 

Thr Thr Asp Met ser Gin Ser Ser Gly Gly Arg Asn val val Phe Gly 
260 265 270 

val Arg Thr Ser val Ser val He lie Ala Leu Arg Arg Ala val Lys 
275 280 285 

Arg His Arg Glu Arg Arg Glu Arg Gin Lys Arg Val Phe Lys Met ser 
290 295 300 

Leu Leu lie lie Ser Thr Phe Leu Leu Cys Trp Thr Pro lie ser val 
305 310 315 320 

Leu Asn Thr Thr lie Leu Cys Leu Gly Pro ser Asp Leu Leu val Lys 
325 330 335 

Leu Arg Leu cys Phe Leu Val Met Ala Tyr Gly Thr Thr lie Phe His 
340 345 350 
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pro Leu Leu Tyr Ala Phe Thr Arg Gin Lys Phe Gin Lys Val Leu Lys 
355 360 365 

Ser Lys Met Lys Lys Arg val Val ser lie val Glu Ala Asp Pro Met 
370 375 380 

pro Asn Asn Ala val lie His Asn ser Trp lie Asp Pro Lys Arg Asn 
385 390 395 400 

Lys Lys Val Thr Tyr Glu Asp Ser Glu lie Arg Glu Lys cys Leu val 
405 410 415 

pro Gin val val Thr Asp 
420 

<210> 6 
<211> 542 
<212> DNA 
<213> Rat 

<220> 

<221> misc_feature 

<222> C514) . . (514) 

<223> n is a, c, g, or t 

<400> 6 

atgcatgctc gagcggccgc cagtgtgatg gatatctgca gaattcgccc ttgtaataat 
60 

tgccctccgg cgagccgtga aacgacaccg ggaacgacga gagaggcaga aaagagtctt 
120 

caaaaatgtc gttatggata atttctacat ttcttctctg ttggacacca atttctgttt 
180 

taaataccac cattttatgt ttaggcccaa gtgacctttt agtaaaatta agattgtgtt 
240 

ttctagtcat ggcttatgga acaactatat tccatcctct cctgtatgca ttcaccagac 
300 

aaaaatttca aaaggtctta aaaagtaaga tgaaaaagcg agttgtttcc atagttgaag 
360 

ctgatcccat gcctaataac gctgtaatac acaactcatg gatagatcct aaaagaaaca 
420 

aaaaggttac ctacgaagac agtgaaataa gagagaaatg tttagtacct caggttgtca 
480 

cagactagaa gggcgaattc cagcacactg gcgnccgtta ctagtggatc cgagctcggt 
540 

ac 
542 

<210> 7 
<211> 30 
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<212> DNA 

<213> Artificial 

<220> 

<223> Novel Sequence 

<400> 7 

tcccccggga aaaaaaccaa ctgctccaaa 
30 

<210> 8 

<211> 31 

<212> DNA 

<213> Artificial 

<220> 

<223> Novel Sequence 

<400> 8 

taggatccat ttgaatgtgg atttggtgaa a 
31 

<210> 9 

<211> 36 

<212> DNA 

<213> Artificial 

<220> 

<223> Novel Sequence 

<400> 9 

gatcaagctt ccatggcgtg ctgcctgagc gaggag 
36 

<210> 10 

<211> 53 

<212> DNA 

<213> Artificial 

<220> 

<223> Novel Sequence 
<400> 10 

gjtcggatcc ttagaacagg ccgcagtcct tcaggttcag ctgcaggatg gtg 

<210> 11 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Novel sequence 
<400> 11 

gtaataattg ccctccggcg age 



<210> 12 
<211> 21 
<212> DNA 
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<213> Artificial 
<220> 

<223> Novel Sequence 
<400> 12 

ctagtctgtg acaacctgag g 



21 
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